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Summary 

IL-12 is a cytokine with a strong potentiative action in the various cites of the Immune system of the 
Th1 Immune line. 

The immunotherapy we performed in the present clinical trials Is a novel immunotherapy used alone or 
in combination with £ shark MC/LO (20g/day), which has an angiogenesls Inhibitory action, and AHCC 
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(3g~6g) composed of preparations of Vasldlomyoes mycelium which Induce 11-12 that acts on Thl 
immune line (mouse/human) and PSK (3.0g/day) that acts on the Th2 immune line. 

The number of cases treated since September 1997 is about 6,000. The number in which it has been 
possible to administer the drugs for more than 3 months and perform multiple immunological tests is 1,317. 

The data from these cases showed 242 cases of CR (18%) and 362 cases of PR (27%); 
consequently, the number of efficacious cases reached 604 (45%). 

A variety of cytokines, such as TNFa . IFNr , 11-12. IL-4, IL-10, IL-18, Th1/Th2 ratio of CD4XIFN// 
IL-4, NK cell activity and NKT cell (CD161) were also examined. IL-12 showed a positive correlation with 
TNFa, IFNy and IL-18, but not with NK activity, and a negative correlation with IL-10. IL-4 did showed 
no definite tendency because of the problem of the unstable reproductiveness of this correlation. NKT 
cells were determined by surface markers of CD56(+), CD161 (+) and CD3( + ). Those markers 
showing a high correlation with CR+ PR+NC were CD ( + ) and CD161 ( + ). The cutoff value was 10%. 
Seven was considered the cut off value in the ratio of Th1/Th2. 

Furthermore, the ratio of Th1/Th2 suggested that NKT cells and the sum of CTL activated by IL-12 
showed a positive correlation with the clinical data. Th1/Th2 = NKT cells and CTLs were activated by 
IL-12. 

Consequently the possibility was suggested that this therapy caused not only the inducible action for 
IL-12, but also the activating action of NKT cells. 

Key words : IL-12 inducer, Th1/Th2, NKT cell 

Address request for reprints to: Dr. Akikuni Yagita, Institute of Immunotherapy for Cancer Kinki 
University, 377-2 Ohno-higashl, Osaka-Sayama 589-8511, Japan 
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